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AMENDMENTS TO THE CLAIMS 



This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1 (Currently Amended). A method of inducing contraception comprising the 
step of delivering to a female of child-bearing age a composition comprising a compound 
of formula I or formula I ly or a tautomor thereof; in a regimen which involves delivering a 
pharmaceutical^ effective amount of one or more of a selecti ve estrogen receptor 
modulator to said female, wherein formula I ILis: 



R^-gB^j^ ^ - ore - independ e nt gubstituont3 selected from tho group consisting osEH ? 
to Q> olkyl, Qubotitutod Q to C* allcyl, to C 0 nltamyU to Cg oyoloalkyl, pbonyl, 
and thiopheno; 

eF-R^-aad-R 5 or e fus e d to form a oarbon based 3 to - 8 mombered saturat e d 
spirooyet teH-iag? 




wh e r e im 
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X k acloctGd from t h o group oondst i ng of halogen, QN> G i-te-Gi 
^^e , to olky^ -G i to Ca olkoxy, NO* a i ^ .^e^ ^uoro ol ^l; 

¥- ond Z are indopondont oubgtitu o nto oalooted from tfao group conoigting - o f 
Hr to te gcn, CN, NO^ ^^W W^ «ad oubatjf ntn r l r,4^^yM^ 

(ii) a five or nix momborcd carbon bo^ud U ulei oc y olir ring h mrinfl in its 
ba rid j ono 1 hotcroatom arie c tod from tho gro up uui ioisting of O. S, and MB. 4 and having 
o . ao or two ind ujju udant onbit i t nnnt n nrf o otod from tho group consisting of H, halogen, 
OMy^jg.^ allcyl, and substitut e d Gj -te^-alfeyH 

R 6 4 0 - 3olQct o d from the groxip - eonsigting of H, C^ 4e-G ^ alkyl, and Cj-te 

Q 4 4^ 



and formula II io: 




n 



wherem: 



R 1 ' is seated from the group consisting of methyl, ethyl, and trifluoromethyl; 
R r is selected from the group consisting of methyl, ethyl, and trifluoromethyl; or 
R r and R 2 ' are joined to form a sptrocyclic ring containing 3 to 7 carbon atoms; 



and 



R 3> is s e l e ct e d from - the group conflicting of C\ to d alkyl; 
or a pharmaceutically acceptable salt, tautomer, metabolite, or prodrug of fonnulal o* 
formula II. 



3 

PAGE 4f33 " RCVD AT 8/1/2005 4:13:39 PM [Eastern DayDght Time] * SVR:USPTO€FXRF-6/25 " DNIS:2738300 * CSID:2155405818 * DURATION (mm-ss):08-18 



08/01/2005 15:15 2155405818 



HOWSON AND HOWSON 



PAGE 05/33 



AHPWA25AUSA 

2(Cuixently Amended). The method according to claim 1, wherein said 
compound of ft***riaT formula II and said selective estrogen receptor modulator are 
delivered in a single composition. 

3(Currcntly Amended). The method according to claim 1, wherein said 
compound of fe*m«ia4 ©^formula II and said selective estrogen receptor modulator are 
delivered separately. 

4(Origfciai). The method according to claim 1, wherein said selective estrogen 
receptor modulator is selected from the group consisting of EM-800, EM-652, raloxifene 
hydrochloride, arzoxifenc, lasofoxifene, droloxifene, idoxifene, levoroieloxifene, 
centchroman, nafoxidene, tamoxifen citrate, 4-hydroxytamoxifen citrate, clomiphene 
citrate, toremifene citrate, pipendoxifene, and bazedoxifene. 

5(Original). The method according to claim 1 , wherein said compound is 
delivered at a daily dosage of about 0.1 to about 50 mg. 

6(Original). The method according to claim 1 , wherein said regimen comprises 
delivering said composition daily for 1 to about 21 days, wherein said regimen is a cycle 
which is repeated monthly. 

7(Current)y Amended). Them The method according to claim 1 , wherein 
said sel ective estrogen receptor modulator is delivered at a daily dosage of about 0.2 to 
about 100 mg. 

8-24(Canceled). 

25(Currently Amended). The method according to claim 1 wherein said 
compound of formula I is selected from the group consisting of 6 (3 Chlorophenyl) M 
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d imethyl 1,1 dihydro bongo[d][l,3] uA Ui M n 2 tliiono, 1 D im ethyl 2 th i oxo M 
dihydro 2H bonzo[d][l,3]o«Qgiii 6 yl) thiophcno 3 oi ir bonitrilo, 3 (1,1 Dimethyl i t- 
&ioxo 1,1 dihydro 2H b « nra[d][l,3]oxogm 6 yl) 5 fluorobonaonitrile, 3 (1,1 P 
2 thioxo 1,1 dihydro 2H bmigo[d][U]oxagin 6 yl) bennonitrilc, 6 (3 fhiotophcnfl) 4 - 



gw & yW d ih yJi o 211 3,1 b on c ow in o 2 thiono, 5 (4, 4 Dimethyl 2 thioxo M - 
dihydro 211 3,1 boneoxosin 6 yl) 1 mothylthiophono - a - catbonitrile, tort Butyl 2 



5 ( 4 ,1 dimethyl 2 thioxo M dihydro 2H 3»1 b e nzoxazin 6 yl) III pyrrole 1 
eorboxylflte; - 5 (1.1 Dimothyl 2 thioxo 1, 4 dihydro 211 3,1 bongoxoEin 6 yl) 1H fewete - 



2 carbonitriK [6 (4,4 dimethyl 2 thioxo 1,1 dihydro 2H 3,1 b e iu u Aaain 6 yl) pydirt 
S.yl]acotonitrilo, 5-(4,4-Dimcthyl-2-tbioxo-l ,4-dihydro-2H-3,l-benzoxazm-6-yl) 
methyl-lH-pyrrole-2-carboiiitrile, 5 (1,4 dimethyl 2 thioxo M dihydro - 2H 3,1 - 



benzoxturin 6 - yl) 1H pyrrole 2 oarbothiomido, 5 (1,1 Dimethyl 2 thioxo 1,4 dihydro 
211 bonco[d][l,3]oxazin 6 yl) thiophone 3 corbonitrile, rod_5-(4,4-dimethyl-2-tht 3X0- 
1 ,4-dihydro-2H-3, 1 -benzoxazin-6-yl)-l-etbyl-l H-pyrrole-2-carbonitrile, 4- (l,2 D i hydro 



- ttiioxospiro{4H - 3,l - b e ngoxaa:in 4,l -u y i l u ) .ioj c,in] G yl) 2 thiophenooorbonitri l fl; 



Dimethyl 2 thioxo 1, 4 dihydro 2H 3,1 bonzoxnzin 6 yl) 2 fluoTobenexmitril e rfr -ift 
Bromopyridin 3 yl) 4,4 dimothyl 1, 4 dihydro 2 t l - 3,l bonzoxasiac 2 tbiotiOj - 6 ' 6 



Chloro 5 fluorophenyl) 1,1 dimothyl M dihydro 2H 3 t l boneoxazino 2 thionc, 
Promo 5 mcthylphonyl) 1,1 dimothyl 1,1 dihydro 211 3>1 bongoxagmo 2 thion e- , 



Bromo 5 trifluorom e fo e xyphenyl) 4 t 1 dimothyl 1, 4 dihydro 211 3,1 bongoxagm i ls 2 



thicmo, 3 (1,3 Dihydro 2 thionoopiro[4H 3,1 bensoxttrino 1,1 oyolohcxan] 6 yl) 



fluorobongonitrilOj 3 (M Dimothyl 2 thiouo 1,1 dihydro 211 3,l bcnzoxagin 6 jf!) 5 
TOothylbcnzonitril e , 6 (3,5 Diohloropb.onyl) - 4 -; 1 dimethyl 1,4 dihydro 2H 3,1 
bonzoxaBino - 2 - thiono, 5 (1,1 Dimethyl 1,2 thioxo 1,1 dihydro 211 3,1 benzoxaz|Hv6 . 



yl)iaophthalonitri1o, 5 (1,1 Dimethyl 2 thioxo 1,1 - dihydro 2H 3,1 benzoxazin 6 



fiironitrilc, 1, 4 Diethyl 6 <3 nitrophenyl) 1,1 dihydro 2H 3,1 bcmcoM«inc - 2 - thit>Tio, 6 



(3 - Chlorophonyl) 1 methyl 4 phenyl 1.4 dihydro 211 3,1 bcimoxaaino 2 thiono, 



6 (3 ohlorophonyl) 4 methyl 1^4-dihydro 2H 3,) bengoxQEiBC - 2 thion e , 3 Chlorb 5 (4,1 
dimothyl 2 thioxo 1,4 dihydro 2H 3,1 bong o xog i n 6 yl)bonzonitrilo, 6 (3,5 



1- 



g /A A 

3 \7T 



H3- 



4- Allyl 
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gjfluorophroyl) M dimethyl 1,4 dihydro 2H 3,1 b uii^ cazino ? rh iou i, C (3 Fluoro* - 
muthoxyphonyl) J , I Ji m u Oiyl M dih yrtm h i ? thkro0 > 3 

Bimcthyl 2 thioxo 1.1 dihydro HI 3,1 bomox i win 6 >1) 5 mrthm f ybongonitrilo, 6 ( - 3 - 
Pfaorophcnyl) M dimnthyi M dihydro 3H 3,1 baigoxm h io 2 tbiono, 6 [3 Fluoro 5 
esrifluoromothyDphonyl] 1,1 dimothyl 1,4 dihydi o 211 3,1 bmEOx u uno 2 tbiono, 6 (?■ 
Fluorophenyl) 1,1 dimothyl 1.4 dihydro 211 3,1 bmgoxmuuo 2 tbi o n o , fi Q . 1 
Difluorophenyl) 1.1 dimethyl 1,1 dihydro 2H 3,1 benawuMwo 2 tbiono, 6 ( 1 
fluorophenyl) 4 ,1 dim e thy l 1,1 dihydro 211 3,1 bcnzoxarino 2 thionc, 3 (1, 1 Dimothyl 
2 tbio7co 1,1 dihydro 3H ?,1 bewsesaBMi 6 yl) 1 fhioTobcnzonitril e , 6 (2 T 3 - 
Difluorophonyl) 4,4 dimethyl 1,1 dihydro 211 3,1 brazoxnginc 2 tbiono, 3 (8 Bromo - 
1,1 dimothyl 2 thioxo 1,1 dihydro 211 3,l - bcnz0KQgin - 6 yl) 5 fhiorob e nzesitril o , 4,1 
Dimothyl 6 - (3 nitrophoayl) 1, 4 dihydro 2H 3,1 bon B Q7tmdn o 2 thion e , 6 ( - 3 - 
Chlorophenyl) 1,1 diethyl 1,1 dihydro 2H 3,1 bongoxazino 2 tbiono, 6 ( - 3 - 
Mcmoxyphonyl) - 1,4 dimothyl 1,1 dihydro 2H 3,1 bongoxogine 2 thiono, 6 (2 
Chlorophonyl) 1,4 dimothyl 1,4 dihydro 2H 3,1 bonzoxagin e 2 thiono, 1 Benzyl 6 (3 - 
ohloroph e nyl) 4 methyl M dihydro 2H 3,1 beraoxazino 2 thiono, 6 (3 Broroo 5 
■ fluoroph c nyl) 4,4 dimothyl 1,1 dihydro 211 3,1 bonzoxazino 2 thiono, 5 (1,1 Dimethyl 
2thioxo 1,4 - d i hydro 2H 3,1 bonzoxozin 6 yl)thiophono 2 oarbouitrilo, 3 Fluoro 5 (3 
fluoro 4,4 dimethyl 2 thioxo 1,4 dihydro 211 3,1 bonzoxazin 6 yl)bonzonitrile, 3 (1,2 - 
Dihydro 2 - thioxosp t ro[4H 3,1 bonzoxagine 4 ,1 oycloh e xan] 6 ytybonzonitrilo, 5 (1,2 
Dihydro 2 thioxoopiro[ 4 H 3,1 benzoxnamo 4»1 oyolohexau] 6 yl) 1 methyl 2 
thiophcneoarbonitrile, 5 (1,2 Dihydro 2 thioxoopiro[4H 3,lb e azoxasuio 1,1 
oyoloh e xan] 6 yl) 2 thiophonocarbonitrilc, 6 (3 Chl oiu 1 Duonophonyl) 1,4 d i m o ih yl- 
1,1 dihydro 2H 3<1 bonsoxaaino 2 mionc, 5 (4,1 Dimothyl 2 thioxo 1,1 dihydro 2H - 
3,1 b e nsoxagin 6 yl) 4 propylthiophono 2 carbonitrilo, 4 (4,4 Dimothyl 2 thioxo M - 
dihydro 2H 3,1 bonsioxogin 6 yl) 2 fttronitrilo, 1 Butyl 5 (4,1 dimethyl 2 thioxo M 
dihydro 211 3>1 bonzoxozin 6 yl)thiophono 2 oarbonitrilo, 6 (3 Bromophonyl) 4,4 - 
dimothyl M dihydro 2H 3,1 bongoxaBine 2 thiono and 2 (1.1 Dimothyl 3- thioxo 1,4 
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dihydro 2H 3,1 bonzoxagm (5 yl)tbiophene 3 ■ oarbonitrile, or a pharmaceutical^ 
acceptable salt, tautomer, metabolite, or prodrug thereof. 

26(Caoeeled). 

27(Currently Amended). The method according to claim 41+, wherein said 
compound of formula II is selected from the group consisting of: 5-(4-ethyl-4-methyl-2- 
thwxo-l,4«lihydro-2H-3J-bOT^ 

diethyl-2-thioxo-l ,4-dihydro-2H-3, 1 ~benzoxazin-6-y!)-l -methyl-IH-pyrrole-2- 
carbomtrile, l-memyl-5-(2-thtoxo4 s 2Hjjhydrospiro[3,l-benzoxazine-4,l'-cyclobutan]-6- 
yl)-1H-pyrrole-2-catbonitrile, l-methyl-5-(2-thioxo-l,2-dihydrospiro[3,l-benzoxazine- 
4,1 '-cyclob.exan]-6-yl)- 1 H-pyrrole-2-carbonitrile, 1 -methyl-5-(2-thioxo- 1,2- 
dihydrospiro[3,l-ben?oxazinc-4,l '-cyc1opentan]-6-yl)-lH-pyiTole-2-carbonitriJe, 1- 
memyl-5-[2-mioxo-4,4-bis(trifmoromcmyl)4,4-dihydro-2H- 3,l-benzoxazine-6-yl]-lH- 
pyrrole-2-carbomtrile, and prodrugs, metabolites, and pharmaceutical^ acceptable salts 
thereof. 

28(Cwrently Amended). A pharmaceutical kit useful for inducing 
contraception, said kit comprising a compound of formu la I or formula II and at least one 
selective estrogen receptor modulator, wherein formula I ia: 



R*gad-R a aro indopondent aubstitu e nta oolcctcd from th e group oonoioting of H, 
C4,4e-€ & allcyl, oubotituted Ci rto^-a&yVS a to C b allconyl, to Croycloalkyl, phenyl ? 
and thiophene; 




wher e in* 
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Of-R^-aftd-R* oxo fuiiod to : 
spirooyolio ring; 
R*-*-H~ 



-R*4*S} 



R 5 4fr 



solooted from the group oonsist i ug of (i) and (ii): 
£) q substituted bonzono ring having tho structure: 




X io ooleot e d from the group constating of hflJogon, CN f Ci to Gj. alkyl, 
oubotituted to G* allcyl, d to Q cdkoTcy, NO* and Cr teh€ » porfluoroalkyl; 

YandZ are indepondont oubptitucnts aolootcd from tho group consisting of 
II, halogon, CM, NO sr ^ to alkoxy, C+ to C+rilcyl, and substitut e d €+ 4e^^^ 

(ii) a fivo or oix momborod oorbon basod heterocyclic ring having in its 

backbone 1 botoroatom o e lcotod from tho group consioting of 0, S, and - > j ft* - ond having 
one or two independent oubstituents selected from tho group consisting of H, halogen, 
GNre4.-te-G4 alkyl, and substituted <g ^4e-€ 4 -ftfeyH 

R 6 i s seloctod from the group conoioting of H, CV te-G ^ - atkyl. and Ct -te 

Q 4 COjdkyl; 

Q*4s-St 

afidrformulallis: 
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n 



R r is selected from the group consisting of methyl, ethyl, and trifluoromethyl; 
R 2 ' is selected from the group consisting of methyl, ethyl, and trifluoromethyl; or 
R l " and R 2 are joined to form a spirocyclic ring containing 3 to 7 carbon atoms; 

and 

R 3 ' is Ci toC 4 alkyl; 

aa4 era pharmaceutically acceptable salt, tautomer, metabolite, or prodrug thereof. 

29(Currently Amended). A contraceptive regimen comprising the periodic 
and discontinuous delivery of a compound of formula I w formula II, or a tautomer 
&eree£ and a pharmaceutically effective amount of one or more of a selective estrogen 
receptor modulator to a female of child-bearing age, wherein formula I ia: 

TP 
-J — 

rln aypi jrt » 

R 4 -asd^ 2 - a g o 4i Klcpcnd Q rit g ubstituonta Delected from the group consisting of H, 
€^4e-G 4 cdkyl, substituted C yte^rifey^^ subfltituted nGi to C* dkenyl, 

^4< ^ allcyuyl, substituted 63 to C& alkynyl, to C* cycloalkyl, oubatifatod G» to C& 
cycloofeyl, oarbon baaed hotorocyolio ring having in ito backbon e 1 to 3 hotoroatoms, 
subotitutcd carbon based heterocyclic ring having in ito backbone 1 to 3 hotoroatomo, 
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erit*-w4jft <irQ fiigod to form a ring oclootod from the group consisting of d), b) 
and c), wherein - said ring i o optionally flubstitut e d b y fre m 1 io 3 subjtitu n nt n n Hrn t pri 
from tho group con o i o ting of H and C+ to Cy gHqfc 

a) a oorbon baood 3 to 8 momborcd q n turatod ppirocyclio ring; 

b) a carbon baood 3 to 8 mombcrod spirooyolio ring having ono or mor e 

carbon oorbon dottblo bondo; and 

e) a 3 to 8 memb e r e d gpirooyolie ring having in itu backbone-enc to thr ee 

hctoroatom o selected from tho group consisting of S - and N; 

R A i o oo l cctcd from th e group conoioting of H, d to alkyl, substituted C 4 4e^ 

alkyl^ aryl, substituted aryl, Ci -te-€ * alkoxy, substituted C+ to alkoxy, amino, Cr *e-G» 
ominoalkyl, and substitut e d C+ 4fr€ 3 aminoolkyl; 

R g 4 s»solooted from tho group conoioting of H, C^ -to- ^ allcyl, and substitut e d CV te 

€.y^tlkyli 

R * is oolootod from th e group conakiting of H, OH, NHa, Ci -te-£$-*flq4? 

substimtod - €4 4e^4-^tey^ J t^G 6 aJkonyU oubotituted C» to C$ alkcmyl, allcynyl, 
subotitutod ^ olkynyl, and COR G ? 

R 6 49 select e d from th e group conoioting of H, C4 -40-G 4 alkyl, substituted C+ to C 4 

atkyL, oryl, substituted aryl, G* to C 4 alkoxy, oubatituted Q .4e-€ 4 alkoxy, Ci -te-€ 4 
ominoalkyl, and oubfltitutod G± 46-G4 . ominoalkyl; 

R 4 4 »9otoeted from the group oonsioting of H, halogon, CN, NO*, to C$ a1kyl> 
aub otit utod d to olkyl, C4. to C b alkoKy^botitutod ^-te^Gs alkoxy, Cv te-Gg 
ominoalkyl, and oubatituted Ci to ammoalky tj 

R * i s s e l e ct e d from tho group oonsioting of (i) and (ii): 

(i) a substituted bongono ring having th e structur e : 




X is sel e cted from th e group consisting of halog e n GN/G v4e-€^-aMq4> 
o ubotitutod C4 .4e ^ allcyl, to C4 alkoxy, oubotituted C He4 ^ alkoxy, Q rte^k 
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frioafe yl, oubatitutcd C^ 4e^^-a^afey^-te-e^ aatinoolkyU subotitutod Gyto-€» 
ttminoolliyl. NCV G H aj p uifl u uiu ulkyl, aub jt i tnt ori C » t o q p erfhioroalkyl , 5 or fi 
mo m b e r e d carbon banod heterocyclic ring having in ba ddju u u 1 to 3 h ^t mr o n tomn, 
uub^ ti t utod 5 o r 6 m cmbrrrfl r m ft rm hrr . rrl ketefeeyefe Bag hgvfflg in itn backbone 1 to 3 

hotcroatomo, COR e rQ€^ e ^^R fi €QR P T 

R e - ia oolcctod from the group oonoisting of H, C+ 4e-^-ft lkyl, oubotitut e d 
e^4e-€^ rikyt, an/1, oubatitutod aryl, d lu C± alkoxy, substituted CV*frg»- atkoxy, Cy 4e 
Q ^iminoalkyl, and oubotitut e d to Cj. aminoalkyVy 

R s 4g selected from tho group conaioting of H, G ±4&G k alkyl,flnd 

substituted C+ to Cfc olkyi; 

Y and Z are independent oubatitu o nts so l c o tod from th e group conoigtingof 
H, halogen, CN, NO^, Cy je-G i -a lkoxy, substitute d Cy te-C a alkoity, C^ G^kfh 
oubotituted Cj -ie^ftfeylrCj . to Q thioalkyl^ and substitut e d Gyto C± thioalkylyflfld 

o fiv e or six mombered carbon baood heterocyclic ring having in its 

backbone 1, - 2, or 3 hetoroatoma selected from tho group oonoiating of O, S, SO, SO ar^ 
NR * and having one or two indep e ndent Dubstitucnts selected from th e group oonoioting 
of H, halogen, CN, NQs -Gyte-G * alfeyt; oubotituted C^4e^ 4 ^%^4>^^^-afee^ 
subotitutod Cj. to alkoxy, d to omipoalky^ subotituted to aminoalkyl, C±-te 
e aporfluoroalkyl, subotitutod C +^e ^ perfluoroalkyl 5 or 6 mcmbotcd carbon baaed 
hotorocyolio ring having in ito b a okbone 1 to 3 hotorootoms, substituted 5 or 6 momber e d 
carbon baaed het e rocyclic ring having in. its bajckbono - 1 - to 3 h e teroatomyGi -te-ga 
thioalkyl, subotitutod C f to thioalkyl, CQRV a*H^»*eQR P t 

R p io ooloctod from th e group consioting of H, C4 to alley!, subotitutod 
€ » to alkyl, aryl 9 . oubatitutod aryl, Ci -te-Ga- aacoxy, substitut e d Cv te-Gj , alkoxy, CH e 
€ 3 atnmoalkyl, and oubatitutod Q. to C* aminoallcyl; 

R 6 4 fr fl electod from the group conaiating of H, C yte^ k alkyl v an d 

Qubatitutcd C4 to Cj, alley]; 

R*-i fi - 9oteoted from th e group conaioting of H, Cr te-G s alkyl, and C+ -te 

^4 ^ vjJ**aJ\J' A3 
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q 4 - is r o l oo tcd from fee c ftl T eegsatiag MR* and CR* R 9 t 

^— — B fog sclootod from the group conoiatiDg of CN, Ct -tfr-G s allcyl, oubati.tutod^4 .-te 
€<rafeylr€^^e-G » oycloalkyl, oubstitutod Qto C r«y u1uulkyl, oryl, ouoctitutffd nry^ 
carbon b aao d h e t e ro c y c li c T in£htH"C H i tn basteene 1 3 hottm j .itpmo. aubstituted 
easbo u l i med hctorooyclic ring having in to backbone 1 to 3 hctcroatemaa, SOa GIVQR" 

rim A TsT DJ^^LA^S. 

R g -aa&j ^ ore indopondcnt substitucnto sel e cted from tho group connoting of H, 

Gr&G t allcyl. subotituted Ci -4*^- alkyl, Qv to 6 s- oycloalkyl, substituted CH *»€g 
oyoloalkyl; -e gyl, aubotjtutod aryl, oorbon baood hctorocyclio ring having in its backbon e 4- 
to 3 hoto ro atoms, substituted oarbon basod he t e r ocyclic ring having m its backbone 1 to 3 
factor oatomo, NO3, CN, and COj R^t 

R 4 6 j- : c l oc t o d from the group f flnoiitmg ?f r i fr> r j n1lr y 1 nnH «™Kp.timtQri fl t-ta-Ga 

allcyl; 

or C?i* R 9 compriGQ a o b c member e d ring having th e structur e : 




Rr a -a^drR^- aro indep e ndently solocrted - from the group consisting of H, CVte-Gs 
a ficyl, substitut e d to allcyl, oryl, substituted oryl, carbon based h e terocyclic ring 
having in its backbone 1 to - 34wrt<g:oatom9, substituted carbon booed hotorocyclic - riftg 
having in its backbon e 1 to 3 hotoroatomg, acyl, substituted qpyl, oulfonyl, and substituted 
sulfonyl; 

and formula II is: 




12 
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n 



wherein: 

R r is selected from the group consisting of methyl, ethyl, and trifluoramethyl; 
R 2 ' is selected from the group consisting of methyl, ethyl, and trifluoxomethyl; or 
R 1 ' and R r are joined to form a spirocyclic ring containing 3 to 7 carbon atoms; 

and 

R 3 ' is sel e cted from tho group consisting - of Cj to C4 alky]; 
or a pharmaceutically acceptable salt, tautomer, metabolite, or prodrug of formula I or 
fonnuU IL 

30(Currently Amended). The regimen according to claim 29, comprising 
delivering said compound of formula I or formula II and said selective estrogen receptor 
modulator separately. 

3 i(Cuirently Amended). The regimen according to claim 29, comprising 
delivering said compound of fonnulalor formula D and said selective estrogen receptor 
modulator in a single composition. 

32(Previously Presented). The regimen according to claim 29, further 
comprising delivering a placebo. 

33(Previously Presented). The regimen according to claim 29 which 
comprises 28 days. 
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34(Currentl.y Amended). The regimen according to claim 33, wherein said 
regimen comprises delivering said compound of fe muila I- e * formula II and said 
selective estrogen receptor modulator for 14 to 24 days. 

35(Currently Amended). The regimen according to claim 33, wherein said 

regimen comprises: 

(a) delivering said compound of foimula-I -e g formula II and said selective 
estrogen receptor modulator for the first 14 to 24 days of said 28 day regimen; and 

(b) delivering said selective estrogen receptor modulator alone for 1 to 11 
davs hepiTiTiina on anv day between days 14 and 24 . 

36(Currently Amended). The regimen according to claim 35, wherein said 
regimen further comprises: 

(c) delivering a placebo for Mo 1 0 days during the period of tim e where said 
compound of formula II and said selective estroe en receptor modulator are not delivered. 

37(Cuircntly Amended). She A contraceptive r egimen comprising the 
periodic and discontinuous deliver of a compound of fo rmula I or II and a 
nharmaceuticallv effective amount of one or more of a select ive estrogen receptor 
modulator to a female of child-bearing age, wherein formula I is: a eoording to claim 33 



R 1 and R 2 are independent substituents selected from the group consisting of H, 
Qx to C* alkvL substituted Ci to C* aJkvl C? to alkenvl, substituted^ to C« alkenvl. 
CSto Qs alkvnvL substituted to C* alkvnvL to C « cvcloalkvL substituted Ci to Q 




wherein: 
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cvHnalkvl. cartgn-based heteroc y clic ring having in its backbone 1 to } heteroatom s, 
substituted carbrm.based heter o cyclic ring havrnr in its backbone 1 to 3 heteroatom jL 

COR*, and NR s COR A ; 

ft rB' m H are fused tn farm a ring se lected from the group consisting of a), b) 
and c\ wherein said rine is op t i onally substituted bv from 1 to 3 fiub$tituents selected 
from the gr ou p consisting of H and & to C* alkvl; 

al a carbon-based 3 to 8 membered saturated s oirocvclic ring; 

a carbon-based 3 to 8 membered spiroc-vclic ring having one or more 
carbon-carbon double bonds: and 

ct a 3 to 8 membered soirocvclic ring hav ing in its backbone one to three 

heteroatoms selected from the group consis ting of O, S andN; 

R A is selected from the group consisting of H, C < tn £3 £3&L substituted C, to & 
alkvl. arvl. si ^^itiiteri arvl. C!, to C, alko xv. substituted Ci to d alkoxv, aminos to_£a 
aminoalkvl. and substituted Cj to C% arrunoalkvl- 

R B is selected from th* ffr"™ consisting of H. C1 to O, alkvl, and substituted Cito 
Q alkvl; 

R 3 is selected from the group consisting of H. OH. NH9. Ci to.Cfi-a&yl 

^b^tnt^ C, to C* alkvl. C- t to alken v l. substituted Ci to C» alkenvl. alkynyl, 
substituted alkvnvL and COR c : 

R c is selected from the group consisting of H. Ci to C. f alkvl. substituted Ci to Ca 
alkvl. arvl. substituted arvl. Ci to alkoxv. substituted C, to d alkoxv, Ci to_C 4 
a rninoalkvl. and substituted Ci to C4 aminoalkvU 

R 4 is selected from the group consistin g of H. halogen. CN. NO?.. Ci to Cn alkvl, 
substituted C. to C. t alkvl. C, to C* alkox v. substituted Cj to Cr> alkoxv, Ci _tg_C 6 
aminoalkvl. and substitu ted C } to C ff aminoalkvl: 

R s is selected from the group consisting of CD and (if): 

Ci) a substituted benzene ring ha ving the structure: 
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X is selected fam the gr o up consisting r>f haloeen. CR Ci to & alkyl, 
substituted Ci in Ci 111-1 to Q alkoxy, substituted C, to Qj aTknxv. Ci to Ci 
thjoajkyj substituted O to Cj thioalkvl. C, to Ci aminoalkvl, substituted C . t Ja^ 
aminoalkyl. NO.. C T to ^flimmallcvl. substituted C. to C, perfluoroalkvl, ? or 6 
membered carbon-based heterocyclic ring hav ing in its backbone 1 to 3 heteroatoim, 
substituted 5 or 6 membered ca i bon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms. Cfffl D - QCOR P - and NR E COR p : 

R p is selected from the arc"T ^"^np of H. C, to Ci alkvl. substituted 
C, to C ? alkvl. arvl. substituted arvl. C to C, alkoxv- substituted d to Ci alkoxv, CiJo 
qaminoalkvl- and substituted Ci to Ci aminoalkyl; 

R E is selected from the group consisti ng of H. C ? to Ci alkvl. and 

substituted C \ to alkvl; 

V and Z are independent substituents selected from the group consisting of 

H. halogen. CM. NO,. C, to Ci alkoxv. substituted Ci to_Cj alkoxv, Ci to C 4 alkyl, 

substituted C, to C. alkvl. d to Ci thio alkvl. and suKstimted C, to Ci thioalkvl: and 

(}\\ a five or six membered carbon-b ased heterocyclic ring having in its 

backbone L 2. or 3 heteroatoms selected from the g roup consisting of 0. S. SO. SO?, and 

NR 6 and having one or two independent substituents selected from the group consisting 

of H. halogen. CN. NO?. C to C* alkvl. su bstituted Ci to C, alkvl, Ci to Ci alkoxy, 

^vtiM** r, t n C, alkox v. C, to Ci am i noalkvl. substituted Ci to Q> aminoalkyl, Ci to 

C. z pBi-fluoroalkvl. substituted Q to Ci pe rfluoroalkvl. 5 or 6 membered carbon-based 

heterocyclic ring having in its backbone 1 to 3 heter oatoms. substituted 5 or 6 membered 

carbon-based heterocyclic ring having in its back bone 1 to 3 heteroatoms, Ci to_C_3 

thioalkvl. substituted Ci to C^ thioalk vl. COR F . and NR°COR 1 '; 
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R 1 "' is selected from the group consisting of H. d to Ca alky), sub stituted 
C , to Q> alkvl. arvl. sjabjtit utgd mLQ to. C« alkoxv. substituted Q to C3 alkoxv, Ci jQ 
aminoalkv l. and substituted Ci to C, aminoalky); 

R° is selected from the groi T r-nnsistitift of H. C, to C ? alkvl, and 

substituted C i ^ to Ci alkvl; 

R 6 is selected from the grou p consisting of H, G to alkvl, andCiJB 

O 1 is selected from the group consisting of S^ NR 7 . and CR 8 R!; 

R 7 is selected from the group consisting of CN. G to alkvl. substituted Ci to 
C» alkvl. C% to Cs cvcloalkvL substituted G to C « cvcloalkvl. arvl. substituted arvl, 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroato ms. substituted 
carbon-based heterocyclic ring having in its back bone 1 to 3 heteioatoms. SQiCF^^OR^ 
andNR"R 12 : 

R 8 and R 9 are independent substituents selected from the group consisting o£H. 
C 1 to alkvl. substituted C } to alkvl. G to G cvc loalkvl. substituted G to C a 
cvcloalkvl. arvl. substituted arvl. carbon-based h eterocyclic ring having in its backbone 1 
to 3 heteroatoms. substituted carbon-based heterocyclic rin g having iq backbone 1 to 3 
heteroatoms. NO?. CN. and CO7R 10 : 

R 10 is selected from the group consisting of Ci to CN alkvl and substituted G to G 

alkvl; 

or CR 8 R 9 comprise a six membered ring having the structure: 

l=b< CHi 

* Vo CH 3 
O 



R 1 1 and R 12 are independently selected from the group consisting of H. Ci to C r> 
alkvl. substituted G to Cf alkvl. arvl. substituted arvl. carbon-based heteroc yclic ring 
having in its backbone 1 to 3 heteroatoms. substituted carbon-based heterocyclic ring 
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having in its bac k bone 1 to 3 heteroatoms, acvl substituted acyl, sulfonyl, and substituted 

sulfonyl; 

and formula II is: 




wherein: 

R r is selected &om the grout) consisting of methvl. ethyl and trifluoromethyl; 
R 2 ' is selected from the group consisting of m ethvl ethvl and trifluoromethyl; or 
R 1 ' and R r are joined to form a s pirocvclic ring containing 3 to 7 carbon atoms; 

and 

R 3 ' is Ci to Cdalkvl; 

or a pharmaceutical^ acceptable salt, tautomcr. metabolite ^ or prodrug of fonmila I or 
formula II, wherein said regimen comprises: 

(a) delivering said compound of formula I or formula TI for the first 1 8 to 21 
days of a 28 day regimen; and 

(b) delivering said selective estrogen receptor modulator alone f or 1 to 7 days 
following delivery of (a) . 

38(Currently Amended). The A contraceptive r egimen comprisingjthe 
periodic and discontinuous delivery of a compound of formula I or II anda 
phaimaceutjcaUv effective amount of one or more of a selective estrog en receptor 
modulator to a female of child-bearing age, wherein formula I is: according to claim 33 
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I 



wherein: 

R 1 and R 2 are independent substitutes selected from the group consisting of H, 
P, to C. f alkvl. substituted C, to C. alkyl, C 7 to C a lkenyl , substituted C, to Cr> alkenyl; 
C, to C* alkvn yi , substituted £4 to Q alkvnvl. to G. cycloalkyl, subs tituted q^to, C* 
cvcloalkvl. carbon-based heterocyclic ri ng having in its backbone 1 to 3 heteroatoraa. 
substituted carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, 

COR A ,audNR B CQR^ 

nr R 1 and R 2 are fused to for m a ring selected from the group consisting of a), b) 
and eV wherein said ring is optionally substituted by from 1 to 3 substjtuents selected 
from the group ronsisrin? of H and Ct to O. alkvU 

at a carbon-based 3 to 8 membered saturated spiroevclic ring; 

to a carbon-based 3 to 8 membered spiroevcric ring having one or mote 
carbon-carbon double bonds Land 

ct a 3 to 8 membered snirocvclic ring having in its backbone one to three 
heteroatoms selected from the group consisting of O. S and N: 

R A is selected from the group consisting of H. C < *n C 3 alkyl. substituted C 1 to Q< 
alkvl. arvl. s nhgtrtntaH flr yl, r, to Ci a lVoxv. substituted Ci to Ci alkoxy, amino, C, to Q 
aminoalkvl. and substituted Ci to Cy aminoalkyl; 

R B is selected from the group consisting of H. C. tn Q, alkvl. and substituted Ci to 

C; alkvl; 

R 3 is selected from the group consisting of H, OH, NBb, Ci to CkajkyL 

c „w;t,it«rf Q tn Gj alkvl. to C* ajkenyj, substitut ed C-, to C* alkenyl. alkynyl, 
substituted alkvnvl. and COR c ; 
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R c is selected from the f™»r consisting of H. C, to C« alkyl, .substituted Ci toC* 
alkvl. arvl. substituted arvl. C, to C alkoxy, substituted C i to C4 alkoxy, Ci toCg 
aminoalkvl. substituted C, to C4 aminoalkvl: 

ti* is selected from the grout) coa sting of H. hainppm, C£L NO,. Ci to Cn alkvl 
substituted C, to Ca alkvl, C , to C alkoxv. substituted Ci to Qj alkoxv, Q to q fi 
aminoalkvl. and substitute d Cj to C. aminoalkvl; 

R s is selected from the group consisting of £p and fiiV 

ffl a substituted benzene ring having the structure: 




X is selected from the group consistin g of halogen , CN_ C, to alkvl. 
substituted Q to C.^ alkvl. Ci to C alkoxv, substituted, Ci to alkoxv. Ci to Ci 
thioalkvl. substituted Ct to Ci thioalkv l- C 1 to C } aminoalkvl. substituted O to Ct 
aminoalkvl. NO^. C t to Q nerfluoroalkvl. substituted C. to C, perfluoroalkvl. 5 or 6 
membered carbon-based heterocyclic ring havin g in its backbone 1 to 3 heteroatoms, 
substituted 5 or 6 membered carbon-based heteroc yclic ring having in its backbone 1 to 3 
heteroatoms. COR D . OCOR p . andNR E COR D : 

R p is selected from the group consis ting of H. O to & alkvl, substituted 
C t to C» alky?, arvl. substituted arvl. C, to C* alkoxv. substituted C ] to C } alkoxv. C[ to 
^ aminoalkvl. and sub stituted C, to C^ aminoalkvl: 

R H is selected from the group consisting of H. C] to C? alkvl. and 

substituted Ci to C ? alkvl: 

Y and Z are independent substituents selected from the group consisting of 
H. halogen. CN. NO?, C t to C-< alkoxv. substituted Cj to Ci alkoxv. Ci to & alkvU 
substituted Cj to Cj_a1kvl C. to C, thioalkvl. and substituted & to C 2 thioalkvl: and 
fitt a five or six membered carbon-based heterocyclic ring having iff its 
backbone 1. 2. or 3 heteroatoms selected from the group consisting of O . S. SO. SO?, and 
NR 6 and having one or two independent substituents selected from the grou p consisting 



20 
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oj R halogen. CN. NO,. C, to C nlk^ , «*«ijtnt»rf r, to Q alkvl. C, to alkox^ 
substituted Ci to C 2 alkoxv. Ci to C» aminoalkv) , substituted C i to Qa amiaoalkyUC tJa 
^perfmoroalky'. substituted. & to C» perfluo i™ikv1. 5 or 6 membered carbon-based 
heterocyclic ring having in its backbone 1 to 3 he-ternatoms. substituted 5 or 6 membered 
carbon-based heterocyclic ri n g having in its backbone I to 2 n eteroatoms, Ci to 
thioalkvl. substituted C, to C? thioalkvl - COR F . and NR°COR F ; 

R F is selected from the gro u p consisting of H. C i to C 3 alkv l, substituted 
<"!, to C, allc yl, aryl. subs ti tuted arvl. Ci to Ot alW y, substituted Ci to Ci alkoxV,.C.i iQ 
Ci aminoalkyl. and sub stituted C i to Cj aminoalkvl: 

R G is selected from the group consisting of H. C } to C* alkyl, and 

substituted Ci_ to C; alkvl: 

R 6 is selected from the group consisting of H. Ci to alkyl, and CtJ o 

C 4 COtflkvi; 

O' ia selected from the group consisting of S. NR 7 . a nd CR 8 R?; 

R 7 is selected from the group consisting of CN. C) to C* alkvl. substituted ,Ci_to 

C* alkvl. Ci to C« cvcloalkv l, substituted C. to C« cvclo alkvl. arvl. substituted arvl, 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroato ms. substituted 
carbon-based heterocyclic ring having in its backb one 1 to 3 heteroatoms, SOiCFi, OR 11 . 
andNR"R 12 ; 

R* and R 9 are independent substituen t s selected fr om the gr oup consisting , of H, 
fyo C. t alkvl substituted Q to C* alkvl . Ct to C* cvcl oalkvl. substituted C^ to Ch 
cvcloalkvl. arvl. substituted arvl. carbon-based hetero cyclic ring having in its backbone,! 
to 3 heteroatoms. substituted carbon-ba sed heterocyclic ring having in its backbone 1 to 3 
heteroatoms, NC% CN, and CO^R 10 ; 

R 10 is selected from th e group consisting of Ci to C« alkyl and substituted d to C, 

alkvl; 

or CR 8 R 9 comprise a six membered tine having the structure: 
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R n and R 12 are independently selec ted from the grow consisting of H, Ci to C ft 
allcvl, substituted C, to Cn alkvl- arvl substi t uted arvL carbon-based heterocyclic ri ng 
h*»mp m its backbone 1 to 3 beteroatoms. su b stitut ed carbon-bas ed heterocyclic ri ng 
having m its backbone 1 to 3 heteroatoms. acvL sub s tituted acvU sulfonyl, and substituted 

sulfonvl; 

and formula II is: 




wherein: 

R 1 ' is selected from the group consisting of meth vl. ethyl and trifluoromethyl; 
R 2 ' is selected from the group consisting of methvL ethv l. and trifluoromethyl; oy 
R 1 ' and R r are joined to form a spxrocyclic ring conta ining 3 to 7 carbon atoms; 

and 

R 3> isCitoCdalkvl: 

or anhaimaceuticallv acceptable salt taut o mer. metabolite, or prodrug of formula I or 
formula IL wherein said regimen comprises: 

(a) delivering said compound of formula I or formula II and an estrogen for 
the first 2 1 days of a 28 dav regimen: and 

(b) delivering said selective estrogen receptor modulator alone from days 22 
to 24 of said 28 day regimen for 1 to 4 days , 
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39(Currently Amended). 3%&*»e&ed A contraceptive reftimen comprising 
<h« P ^ n ^ir. and discontinuo u s delivery of a im pound of formula I or XL and a 
pharmaceuticallv effective amount of p n« nr more of a selective estrogen receptor 
modulator to a frrnnla of child-b earing ace, wherein formula I is:_aeooidmg to claim 2< 



R 1 and R 2 are independent substiruents selected from the p rnup consisting of H. 
r. L tn r 5 alkvl. substituted C, to C« alkvl. C, to Q alkoivl substituted Q to Q alkenyl, 
&JS C fi alkvnvl. substituted to alkvnvl. Ci to d oycloalkvl, .substituted to C s 
cvcloalkvL carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, 
substituted carbon-based heterocyclic r ing having in its backbone 1 to 3 heteroatoms, 

m^.mdNR B COR A : 

nr R 1 and R 2 are fused to form a ring s elected from the group consisting of a), b . ) 
and o\ wherein said ring is op t ionally substituted by from 1 to 3 subgtjtuentg selected 
from the grou n consisting of H and Ci to Ci alkvl; 

a\ a carbon-based 3 to 8 membered saturated spirocyclic ring; 

hY a carbon-based 3 to 8 membered 3P irocvclic ring having one or more 
carbon-carbon double bonds: and 

cV a 3 to 8 membered soirocvclic ring having in its ba ckbone one to three 
heteroatoms selected from the group consisti ng of O. S and N; 

R A is selected from the group consisting of H. Ci to alkvl. substituted Ci to Ct 
alkvl. arvL Bubj&uted arvl. Ci to Cx a lkoxv. substit uted G to Ci alkoxv, amino, Ci to G 
aminoalkvl. and substituted Ci to aminoalkyl: 

R B is selected from the group consisting of H. Ci to alkvl. and su bstituted Ci to 

O , alkvl: 
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R 3 jg selected from the group consisting of H, OH, >W,i JSi Jo Cfl aU( ^^ 

gubgtituted r < to alkvl. C, to C. substituted to C fi alkenyl, alkyn^ 

substituted alkvnvL and COR C ; 

R c is selected from the group consisting of H. Ci to_C_4 alkyl substituted Ct , to C > 
alkvl and, substituted arvl. C » <"i *H ™*v- substituted Ci to Ca alkoxy, Ci to C 4 
aminoalkyl and substituted G to G* aminoalkyl; 

R 4 is selected from the group consisti ng of H. halogen, CK NO?^ Ci to .fejDgL 
substituted Ci to_CialkvL Ci to C. alkoxv. substituted Ci to C* alkoxy, Cj to C$ 
aminoalky l , and substituted Ci to gg aminoalkyl; 

R 5 is selected from the group consisting of fp and (ii): 

r 

(i) a substituted benzene ring havi np the structure: 




X is selected from the eroim consisting nf Tialopen, HN. C. to Ct alkvl. 
substituted C i to C 2 alkvl. C. to C, alkoxv. substituted Ci to alkoxv, Q to C x 
thioalkvl. substituted Ci to r > thinalkyl, C. } to C, aminoalkyl. substituted C, toCj 
aminoalkyl. NO, . C L to C perfluoroalkvK substituted d to Q> perfluoroalkvl, 5 or 6 
membered carbon-based heterocyclic rin e having in its backbone 1 to 3 heteroatoms, 
substituted 5 or 6 membered carbon-based heterocyclic ring having in its backbone, l_tp_2 
heteroatoms. COR p . OCOR D . and NR B COR p : 

R D is selected from the group consisti ng of H. Ci to alkvl. substituted 
Ci to C* alkvl. arvl. substituted arvl. C t to Oi alkox v. substituted Ci to Ci alkoxy,_Cj Jo. 
d aminoalkvl. and su ^i-"*^ t" 1 ] tr> Q aminnalkvl: 

R E is selected from the group cons isting of H. Ci to Ci alkvl. and 

substituted Ci to C* alkvl: 

Y and Z are independent substituents selected from the group c onsisting of 
H. halogen. CN. NO?, Ci to Cx alkoxv, cuh«titiit<"H C, to alkoxv. Ci to & alkvl. 
substituted C, to Ca alkvl. Ci to Ci thioalkvl. and sub stituted Ci to Ct thioalkvl; and 
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f ifl a five or six membered carbon-base d heterocvcli c ring having in its 
backbone 1. 2. or 3 heteroatoms selected from the g r oup consisting of 0. S, SO, SO?, and 
NR 6 and having one or two independent substituents s elected from the grow consisting 
of H. halogen. f!N. NO,. Ct t - ^ ajkyj , substituted Ci Q nlkvl. Q to alkoxv. 
..^t^t^ r, to alkoxv. C, to aminoal kvl. substituted G to Q aminoalkyl, C, to 
q perfluoroalWL substituted C L to. C» perfWoalkvl. 5 or 6 membered carbon-based 
heterocyclic ring having in its backbone 1 to 3 heteroatoms, substituted 5 or 6 m embered 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, Ci toCj 
thioalkvl. substituted Ci to C* thioalkv l, rOR F - andNR G COR F : 

R e is selected from the group consisting of H, C) to__C 3 alkvl. substituted 
Q to C alkvl. arvl. substituted arvl. C, to C* alkoxv, substituted Ct to Ci alkoxv, Ci to 
& aminoalkvl. and substituted q to Cf aminoalkvl: 

R° is selected from the group consist ing of H, Ct to C* alkvl, and 
mhrtitnted C, to & alkvl: 

R c is selected from the croup consisting of H. Ct to G aDcvl. and G to 

Ca CO»alkvh 

Q 1 is selected from the group consisting of S. NR 7 . and CR*R°: 

R 7 is selected from the group consisting of CN. C L to C t alkvl. substituted G to 
C « alkvl. & to Q cycloalkvl. substituted G to C? cvcloalkvl . arvl. substituted arvl. 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms. substituted 
carbon-based heterocyclic ring having in its ba ckbone 1 to 3 heteroatoms. SO2CF3, OR 11 , 
andNR n R 12 : 

R 8 and R 9 arc independent substituents selected from the group consisting of H. 
C j to alkvl. substituted C j to Cf alkvl. G to C« cvcloalkvl. su bstituted Oi to Ca 
cvcloalkvl. arvl, substituted arvl. carbon-based heterocyclic ring havin g in its backbone 1 
to 3 heteroatoms. substituted carbon-based heterocyclic ring hav ing in its backbone 1 to 3 
heteroatoms. NO?. CN. and CO?R 1Q : 

R 10 is selected from the group consisting of G to G alkvl and substituted G to Q 

alkvl: 
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or CR 8 R 9 co m prise a six rnembered ring having the structure: 




R n and R u arc independently selected from the group consisting pf H. Ci to C* 
alkvl. substituted G to Cr } alkvl arvl, substituted arvl carbon -based heterocyclic ring 
having in its backbone 1 to 3 heteroqtoms. substituted carbon -based heterocyclic ring 
having in its backbone 1 to 3 heteroatoms, acvl substi tuted acyl sulfonvl and substituted 

sulfonyh 

and formula H is; 




wh^ein: 

fc r is selected from the group consisting of methyl ethvl and trifluoromethyl; 
R 2 ' is selected from the group consisting of methyl ethyl, and trifluoromethyl; or 
R 1 ' and R r are joined to form a soirocvclic ring containing 3 to 7 carbon atoms; 

and 

R 3 is Ci to C^alkyi; 

or a pharmaceutical acceptable salt, tautomei. metabolite, or prodrug of fonnula I or 
fonnula II . wherein said regimen comprises 28 days and the steps of: 

(a) a first phase of the compound of formula I or formula Et and said selective 
estrogen receptor modulator to be administered en for the fiyst d ays 14 to 24.days.of said 
regimen; 



7fi 
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(b) a second phase of said selective estrogen receptor modulator to be 
administered ea days for.1 to 1 1 dayso f said regimen heginniTig on any day between 
davs 14 and 24 : and 

(c) a third phase of an orally and pharmaceutical^ acceptable placebo for 
days 1 to 10 days of paid regimen or a third phaao in which component phase (a) or (b) is 
not administered^? days-1 to 1.0 days of oaid rogiman . 

40(Cuirently Amended). The method rcgjmenaccording to claim 39, 
wherein: 

(a) said first phase comprises 14 days; 

(b) said second phase comprises 7 days; and 

(c) said third phase comprises 7 days. 
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